
The manuscript by Panga and colleagues assesses the mitochondrial dysfunction in Rheumatoid 

Arthritis (RA). This is an interesting and evolving field exploring the key role of mitochondrial 

dysfunction in inflammatory disease such as RA. The authors performed a set of integrative 

analyses of gene expression, protein-protein interactions, and gene ontology from existing data 

and literature. The data suggested an additional role of nDNA encoded proteins in mitochondrial 

dysfunction and their relation to inflammation in RA. The authors provided an elegant, 

important, and very useful tool to analyze nDNA encoded proteins that related to mitochondrial 

dysfunction in specific disease (in this case, RA). 

Major point: 

The main concern in this study is that the treatment options for RA as mentioned in Table 3 are 

known to affect mitochondrial function [1-3]. Therefore, the question becomes how can the 

authors distinguish between the effects of the disease versus the treatments? The following are  

two suggested additional experiments that may help further elucidate this concern: (1) test the 

expression of the same candidate genes in different tissues from patients with non-RA-related 

diseases that receive the same treatment (if available). (2) test the various treatment effects on 

mitochondrial function and the expression of the candidate genes (listed on table 2) in an in vitro 

model such 293T cell lines.  

Minor points: 

1. Somatic mutations in the mtDNA were found in RA patients [4]. Testing for somatic 

mutations in the mtDNA and assessment of the expression level of mtDNA encoded 

genes may provide additional support to your hypothesis.  

2.  “We also hypothesized a process by which mitochondrial dysfunction could lead to 

inflammation in RA” is not a new hypothesis [5] 
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